Effects of colchicine on the development of tachyphylaxis to calcitonin gene-related peptide in the guinea pig heart.
Calcitonin gene-related peptide (CGRP) induced a concentration-dependent positive inotropic and chronotropic effect on the spontaneously beating right atrium subject to tachyphylaxis upon extended incubation. This stimulatory effect was mimicked by capsaicin. After incubation with colchicine there was a marked attenuation of the decline in the prolonged response to CGRP or capsaicin and no development of CGRP tachyphylaxis. Colchicine incubation did not influence the capsaicin-induced stimulation of the frequency or CGRP outflow in whole heart preparations. Thus, the present data suggest that the development of CGRP tachyphylaxis is a specific receptor-mediated event which can be inhibited by colchicine, probably by disruption of membrane bound proteins.